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Abstract
Purpose The widespread use of abdominal imaging has affected the epidemiology of renal cell carcinoma (RCC). Despite 
this, over 25% of individuals with RCC have evidence of metastases at presentation. Screening for RCC has the potential to 
downstage the disease.
Methods We performed a literature review on the epidemiology of RCC and evidence base regarding screening. Further-
more, contemporary RCC epidemiology data was obtained for the United Kingdom and trends in age-standardised rates of 
incidence and mortality were analysed by annual percentage change statistics and joinpoint regression.
Results The incidence of RCC in the UK increased by 3.1% annually from 1993 through 2014. Urinary dipstick is an inad-
equate screening tool due to low sensitivity and specificity. It is unlikely that CT would be recommended for population 
screening due to cost, radiation dose and increased potential for other incidental findings. Screening ultrasound has a sen-
sitivity and specificity of 82–83% and 98–99%, respectively; however, accuracy is dependent on tumour size. No clinically 
validated urinary nor serum biomarkers have been identified. Major barriers to population screening include the relatively 
low prevalence of the disease, the potential for false positives and over-diagnosis of slow-growing RCCs. Individual patient 
risk-stratification based on a combination of risk factors may improve screening efficiency and minimise harms by identify-
ing a group at high risk of RCC.
Conclusion The incidence of RCC is increasing. The optimal screening modality and target population remain to be eluci-
dated. An analysis of the benefits and harms of screening for patients and society is warranted.
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Introduction

Renal cell carcinoma (RCC) is the 9th most common cancer 
in men and 14th most common cancer in women worldwide 
[1]. RCC is the most lethal urological malignancy, yet risk 
factors for the disease have not been completely elucidated 
[2, 3]. Screening for RCC remains an attractive prospect; 
however, the ideal screening modality and screening strategy 
have yet to be determined. This review summarises the epi-
demiology of RCC and current evidence base on screening, 
including potential screening modalities, target populations 
and risk prediction models to aid early detection.

Methods

We systematically searched the Medline database up to 
November 2017 to identify studies on screening for RCC. 
In addition, a separate search was performed to identify 
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studies reporting risk prediction models for the develop-
ment of RCC in asymptomatic individuals. The full details 
of the keywords and subject headings used are available in 
Table S1 (supporting information). The search was limited 
to English language and human studies. The reference lists 
of relevant articles were reviewed manually. Studies were 
included if they reported risk of RCC in adults representa-
tive of the general population. We excluded studies reporting 
data on symptomatic individuals and those pooling renal and 
urothelial cancers as the outcome.

Furthermore, to include the most contemporary data 
on the epidemiology of RCC in the United Kingdom, we 
obtained RCC incidence and mortality data for 1993–2014 
by querying the online database of Cancer Research UK 
(http://www.cance rrese archu k.org/healt h-profe ssion al/cance 
r-stati stics /stati stics -by-cance r-type/kidne y-cance r, access: 
3 January 2018). Age-standardised incidence and mortal-
ity rates were extracted per 100,000 population. Trends in 
overall RCC incidence and according to age and gender 
were analysed with joinpoint regression models (Joinpoint 
4.1; IMS, Calverton, United States). Up to five joinpoints 

were allowed for trends. Trends during time periods were 
described as annual percentage change (APC).

Results

Renal cancer epidemiology

The incidence of RCC is increasing worldwide and is posi-
tively correlated with gross domestic product per capita 
[4]. Incidence is highest in developed countries, with rates 
15-fold higher in North America, Northern and Eastern 
Europe compared to Africa and South-East Asia [1]. Estab-
lished risk factors for RCC include increasing age, smok-
ing, obesity, and hypertension (Table 1) [5–7]. The rising 
incidence of RCC in rapidly developing countries may be 
partially attributable to increases in these established risk 
factors, as well as increased detection of incidental malig-
nancy identified with the widespread use of imaging modali-
ties for other abdominal complaints [1, 8, 9]. The propor-
tion of all RCC diagnosed incidentally is now over 50% 

Table 1  Risk factors for renal cell carcinoma (RCC)

NSAIDs non-steroidal anti-inflammatory drugs

Risk factor Comment

Established risk factors
 Male gender Positive association [1, 86]
 Age Positive association [1]
 Obesity Positive association with a dose response [5, 86]
 Smoking Positive association with a dose response [86]
 Hypertension Positive association with a dose response. Effect of hypertensive medication on renal cancer risk 

remains unclear [86, 87]
 Renal disease Increased risk of renal cancer in acquired cystic kidney disease, end-stage renal disease, renal 

transplant
 Alcohol Moderate alcohol intake has a protective effect relative to abstinence. There is no additional benefit 

for higher consumption [88–90]
 Family history Affected first-degree relative confers a risk of renal cancer.

A number of inherited rare genetic conditions also predispose to renal cancer, including von 
Hippel–Lindau, hereditary papillary renal carcinoma, Birt–Hogg–Dubé syndrome, hereditary 
leiomyomatosis renal cell carcinoma, succinate dehydrogenase renal cell carcinoma, and tuberous 
sclerosis. [91]

Risk factors that are less well characterised
 Physical activity High/strenuous physical activity is protective [92]
 Diabetes Positive association [93]
 Occupational exposure Trichloroethylene is considered a carcinogenic agent with sufficient evidence for the development 

of renal cancer according to the International Agency for Research on Cancer [94, 95]. Arse-
nic and inorganic arsenic compounds, cadmium and cadmium compounds, perfluorooctanoic 
acid printing processes and welding fumes have limited evidence according to the International 
Agency for Research on Cancer [95]

 Gamma radiation and X radiation Carcinogenic agent with sufficient evidence in humans according to the International Agency for 
Research on Cancer [95]

 Analgesic use Meta-analyses suggest acetaminophen is associated with a significant risk of developing kidney 
cancer. Conflicting results are available regarding non-aspirin NSAIDs. Aspirin did not demon-
strate a significant association [96, 97]

http://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/kidney-cancer
http://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/kidney-cancer
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[10, 11]. It is estimated that 43% of Medicare beneficiaries 
aged 65–85 years in the USA undergo either a CT chest or 
CT abdomen over a 5-year period [12]. This “unsystematic 
screening” has resulted in a size and stage migration towards 
smaller RCC, with an associated improvement in survival in 
many developed countries [10].

Mortality rates are stable or decreasing in the majority of 
Western countries, however, the decline is more pronounced 
in Western compared to Eastern Europe and North compared 
to South America [4]. RCC mortality continues to rise in 
Eastern Europe, however [4]. Renal cancer contributes to 

a greater average number of years of life lost (a measure 
of cancer burden dependent on patient age at death and the 
number of deaths at each age) than both colorectal and pros-
tate cancer [13, 14].

UK figures on RCC incidence and mortality are shown 
in Fig. 1. Overall, the age-standardised RCC incidence rate 
increased by 3.1% per year (95% CI 2.8–3.4%) from 1993 
through 2014. The overall APC was 2.2% between 1993 
and 2003 and 3.9% between 2003 and 2014. Both males 
and females demonstrated a comparable increase (Fig. 1a). 
The increase in RCC incidence rates was greatest in older 

Fig. 1  Age-standardised renal 
cell carcinoma incidence rates 
according to gender (a) and age 
group (b) in the UK population 
between 1993 and 2014. Inci-
dence rates rose continuously 
(average annual percentage 
change 3.1%), especially in the 
elderly. In contrast, mortality 
rates (c) increased only to a 
minor extent (average annual 
percentage change 1.1%), indi-
cating improvements in relative 
survival



 World Journal of Urology

1 3

age groups (Fig. 1b). In fact, the average APC was 2.9% 
(95% CI 2.2–3.5%) in individuals aged 25–49 years, 3.4% 
for individuals aged 70–79 year and 4.6% in patients aged 
> 80 years. In contrast to incidence, mortality rates increased 
only to a minor extent (average annual percentage change 
1.1% [95% CI 0.9–1.2%], Fig. 1c), suggesting improvements 
in relative survival.

Rationale for screening

Early diagnosis and screening for RCC has been identified 
as a key research priority within this disease [15]. Despite 
this, relatively little research has been published regarding 
screening for RCC over the last decade. RCC fulfils many 
of the Wilson and Jungner criteria for suitability for screen-
ing, however, a number of key uncertainties require further 
research (Table 2) [14]. Overall survival from RCC is poor, 
with a 47% 5-year age-standardized relative survival rate 
in the United Kingdom. Over a quarter of individuals diag-
nosed with RCC have evidence of metastases at presenta-
tion and 5-year age-standardized relative survival rate for 

stage IV disease is 6% compared to 84% in stage I [16]. 
Incidentally detected tumours are generally smaller in size 
and are associated with improved survival relative to symp-
tomatic tumours, independent of tumour grade and stage 
[17, 18]. A screening programme may improve survival 
outcomes through earlier detection and treatment of RCC 
at a curable stage. RCC is generally considered a “surgi-
cal disease”; management is operative in all but the most 
advanced cases, where systemic therapies may prolong life 
but not provide a cure [19, 20]. As such, early diagnosis 
is paramount to optimizing survival [19]. Early detection 
of smaller tumours may allow increasing use of minimally 
invasive techniques such as robotic or laparoscopic partial 
nephrectomy and tumour ablation, reducing rates of open 
surgery with associated high morbidity and hospital stay 
[21–24]. Modern systemic therapies used in the treatment 
of metastatic RCC, such as sunitinib, pazopanib, axitinib 
and nivolumab, are highly expensive and the median cost of 
anticancer drugs is rising, as is patient life expectancy, and 
therefore, duration of treatment [25, 26]. It has been postu-
lated that screening for RCC may be a cost-effective strategy 

Table 2  Wilson and Jungner criteria applied to screening for renal cell carcinoma (RCC) [14]

AAA  abdominal aortic aneurysm, RCC  renal cell carcinoma, SRM small renal mass

Criteria for screening Application to RCC screening

The condition sought should be an important health problem Renal cancer is the 7th most common cancer in Europe [98]
There should be an accepted treatment for patients with recognised 

disease
Detection of smaller tumours may preferentially allow minimally inva-

sive techniques reducing rates of open surgery, and therefore, associ-
ated morbidity and length of hospital stay

Facilities for diagnosis and treatment should be available In a health service with a finite budget, important considerations must 
be made regarding the cost of investigations and management of 
patients found to have benign SRMs on screening

There should be a recognisable latent or early symptomatic stage The sojourn time of RCC is between 3.7 and 5.8 years, suggesting that 
most RCCs have a detectable preclinical period [44]

There should be a suitable test of examination Focused renal ultrasound thus far represents the only validated screening 
tool, with high sensitivity (82–83.3%) and specificity (98–99.3%) [56, 
57]. Accurate and inexpensive, non-invasive methods of renal cancer 
detection, using blood or urine as the substrate, remain a research 
priority

The test should be acceptable to the population Ultrasound is non-invasive and well tolerated by the general population. 
AAA screening is performed with ultrasound and attendance rates are 
84–85%, with similar rates expected for RCC. [48, 49]

The natural history of the condition, including development from 
latent to declared disease, should be adequately understood

Reliable clinical predictors of a tumour’s growth rate and aggressiveness 
are not available

Advances have been made in understanding the natural history of small 
renal masses and the

European Active SurveillancE of Renal cancer (EASE study) aims to 
clarify this further [99]

There should be an agreed policy on whom to treat as patients. Clear European Association of Urology guidelines have been published 
regarding the management of RCC [7]

The cost of case finding (including diagnosis and treatment of patients 
diagnosed) should be economically balanced in relation to possible 
expenditure on medical care as a whole

A cost-effectiveness analysis is warranted and constitutes a key research 
priority highlighted in this analysis

Case finding should be a continuing process and not a “once and for 
all” project

A cost-effectiveness analysis may elucidate the optimal screening fre-
quency, be it one off screening such as AAA, or recurrent screening
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through downstaging the disease, reducing the prevalence of 
metastatic tumours and associated expenditure relating to 
systemic therapies. However, the ideal screening modality 
is yet to be determined.

Urine dipstick as a screening modality

The incidence of visible and non-visible haematuria is 35% 
in patients with known RCC, compared to 94% in patients 
with urothelial carcinoma of the bladder or ureter [27]. 
Kang et al. reported results of urinary dipstick performed in 
a screening paradigm in 56,632 asymptomatic healthy indi-
viduals aged ≥ 20 years undergoing a “health check-up.” The 
prevalence of non-visible haematuria at initial urinalysis was 
6.2% (3517/56,632), however, in this young, and therefore, 
low-risk population, only three RCC (prevalence 0.005%) 
and three bladder cancers were subsequently detected [28]. 
A feasibility study of population screening utilising home 
urinary dipstick followed by urinary biomarkers testing in 
men aged 50–75 years has also been performed. 1747 men 
were screened but although 23% tested positive for non-
visible haematuria, requiring biomarker testing and subse-
quent imaging, only four bladder and one renal malignancies 
were detected. One bladder cancer and one renal cancer were 
missed [29]. Microscopic haematuria is a relatively com-
mon and very non-specific finding; therefore, a substantial 
proportion of individuals screened by dipstick will require 
further investigation, to detect only a very small number of 
RCCs. Several other studies have been performed evaluat-
ing urine dipstick in screening for renal and bladder cancer, 
however, the low diagnostic yield and high number of false 
positives and false negatives preclude this as a screening tool 
for RCC [29–31].

Biomarkers as a screening modality

Several serum and urine biomarkers have been proposed 
as potential screening tools. Soluble urinary proteins are 
an attractive candidate due to their relative stability and 
straightforward method of detection via antibody or ligand-
based techniques [32]. Perhaps the most promising urinary 
biomarkers are aquaporin 1 (AQP1) and perilipin 2 (PLIN2). 
These biomarkers can differentiate RCC from healthy con-
trols, benign renal masses and non-renal urological cancers 
[33, 34]. Recently, Morrissey et al. evaluated AQP1 and 
PLIN2 levels prospectively in a screening paradigm in 720 
asymptomatic individuals undergoing abdominal CT for a 
medical reason not related to RCC, 18 patients with his-
tologically proven RCC and 80 self-selected healthy con-
trols. The sensitivity of both biomarkers was 85–92% and 
the specificity 87–100%; with an area under the ROC of 
0.95 and 0.91 for AQP1 and PLIN2, respectively. External 
validation of these urinary biomarkers in a larger prospective 

cohort is paramount. However, AQP1 and PLIN2 are mark-
ers of clear cell or papillary, but not chromophobe RCC, 
raising the potential for false-negative results in a screen-
ing population. AQP1 levels also correlated with tumour 
size but not grade, raising the issue of potential detection 
of indolent renal masses that would never become clinically 
significant [35, 36]. In addition, evaluation of PLIN2 using 
Western Blot limits applicability as a screening tool as this 
is a time consuming, expensive and technically demanding 
method [37].

Other plasma and urinary biomarkers have also been 
evaluated. A composite three marker assay [based on nico-
tinamide N-methyltransferase (NNMT), L-plastin (LCP1) 
and non-metastatic cells 1 protein (NM23A)] was developed 
and had 90% sensitivity, 95.7% specificity and diagnostic 
AUC 0.932 for RCC versus healthy controls. However, the 
assay has limited ability to distinguish RCC from benign 
renal tumours [38]. Han et al. showed urinary KIM1 is also 
significantly higher in patients with RCC than controls, how-
ever, its use as a diagnostic marker is limited by low specific-
ity [39, 40]. Frantzi et al. demonstrated that though a single 
urinary peptide with diagnostic value was not identified, a 
model based on 87 peptides has reported 80% sensitivity 
and 87% specificity [41]. Accurate and inexpensive, non-
invasive methods of renal cancer detection, using blood or 
urine as the substrate, remain a research priority. Evaluation 
of cell-free DNA is one such avenue currently under evalu-
ation [42].

Computed tomography as a screening modality

Although non-contrast CT has not been proposed as a dedi-
cated screening tool for RCC, the value of screening abdom-
inal CT for the simultaneous detection of aortic aneurysms 
and a variety of solid abdominal organ malignancies has 
been investigated [43]. Ishikawa et al. screened 4543 healthy 
individuals aged ≥ 40 years, however, the prevalence of solid 
organ malignancy was only 0.1% and thus they concluded 
that screening low-risk individuals was unlikely to be cost-
effective [43]. Fenton et al. estimated the pooled prevalence 
of renal cancer detected in middle-aged American individu-
als undergoing a variety of screening CT modalities (includ-
ing whole body CT, CT screening for lung cancer, colorectal 
cancer and coronary artery disease) as 0.21%, which is sub-
stantially higher [44]. Renal lesions are the most common 
extracolonic finding noted on CT colonography performed 
during screening for colorectal cancer, suggesting CT colo-
nography may enable early detection of incidental RCC [45]. 
However, it is widely recognised that CT colonography leads 
to considerable over-diagnosis of a variety of indeterminate 
visceral lesions. Extracolonic findings are noted in 40–70% 
of screening CT colonography. Of these, 5–35% require fur-
ther imaging or follow-up, but only 3% require treatment, 
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with significant burden on patients and resources [46]. A 
health economic analysis has demonstrated that whole body 
CT is not a cost-effective screening intervention due to the 
high financial burden associated with follow-up for false-
positive- and incidental findings [47]. In view of this, it is 
unlikely non-contrast abdominal CT would ever be recom-
mended for population screening for RCC [46].

Ultrasound as a screening modality

Ultrasound has arisen as a potential screening tool for RCC 
as it is a widely utilised, established, inexpensive, non-inva-
sive technique of identifying renal lesions without exposure 
to radiation. National abdominal aortic aneurysm (AAA) 
screening programmes in men over the age of 65 years are 
established in the United Kingdom and Sweden and have 
demonstrated that an ultrasound-based screening programme 
can be delivered by trained technicians in a primary care set-
ting [48, 49]. These screening programmes are ideal vehicles 
to explore the possibility of screening for RCC due to the 
similarities in risk factors and mode of detection between 
RCC and AAA [50].

Ultrasound is less sensitive and specific compared to CT 
for the detection of RCC, with ultrasound detection rates 
dependent on renal lesion size. Ultrasound enables the detec-
tion of 85–100% tumours > 3 cm in size, but only 67–82% 
of tumours 2–3 cm in size [51–53]. Therefore, ultrasound 
screening for RCC has the potential to lead to false-negative 
results in masses < 3 cm in size. Complete diagnostic visu-
alisation of kidneys by ultrasound occurs in 97.4% of cases, 
comparing favourably with 98.8% visualisation rates of the 
aorta in AAA screening [54, 55]. Mizuma et al. and Filipas 
et al. report an excellent sensitivity (82–83.3%) and speci-
ficity (98–99.3%) of ultrasound for detecting RCC in the 
general population as part of a screening intervention [56, 
57]. The potential for false-negative results was not based on 
CT which is generally considered gold standard, but rather 
repeat ultrasound at a 1-year interval and follow-up via a 
registry and health records. This may artificially inflate the 
reported accuracy of ultrasound.

Several observational studies have been published on 
screening for RCC using ultrasound, however, none have 
been randomized in design, and all were published more 
than a decade ago [50, 56–61] (Table 3). Mihara et  al. 
screened 219,640 asymptomatic Japanese individuals 
selected from the general population (age range 29–70 years) 
over a 13-year period [60]. RCC was detected in 192 cases: 
37.8% of detected tumours were < 25 mm in size and only 
19.2% of tumours were > 51 mm. No patients had lymph 
node or distant metastases. Screen-detected RCC was 
associated with excellent survival outcomes, with 97.4% 
cumulative survival rates at 5 years and 94.6% at 10 years. 
Tosaka et al. retrospectively report the results of 41,364 

abdominal ultrasounds performed at their institution, includ-
ing 20,897 asymptomatic individuals undergoing a routine 
“health check-up” and 20,467 patients undergoing investi-
gations for a non-urological complaint [62]. 5-year survival 
in this asymptomatic group of individuals diagnosed with 
RCC was significantly better than that observed in symp-
tomatic patients diagnosed with RCC at the same institu-
tion (94.7 vs 60.9%, p < 0.01). Filipas et al. and Malaeb 
et al. performed focused renal ultrasound screening of the 
general population in a prospective manner. In the former, 
screening was performed in 9959 asymptomatic individu-
als > 40 years recruited from the general population [57]. 
Eleven individuals were diagnosed with RCC. There was no 
significant difference in mean tumour size between screen-
detected cancers and RCCs diagnosed in a hospital in the 
same region (incidental and symptomatic RCC detection), 
however, the authors postulate this may be secondary to the 
limited sample size and survival data were not reported. 
Malaeb et al. screened for RCC in asymptomatic veterans 
in conjunction with established AAA screening [50]. 80% 
survival was reported in patients with screen-detected RCC 
at 55-month follow-up. All the individuals who died were 
stage T3 at diagnosis. Taken together, these studies suggest 
there may be a potential survival benefit associated with 
early detection through screening for RCC. However, further 
evidence is required, utilising robust methodology (such as 
a randomised control trial with long-term follow-up data 
in a contemporary, well-defined population) to determine 
whether screening for RCC is associated with improved sur-
vival or whether there is simply a lead time bias.

Optimal screening population

One of the perceived barriers to population screening for 
RCC is the relatively low prevalence of the disease, with 
subsequent high cost to society to benefit only a small pro-
portion of individuals. A recent meta-analysis, pooling 
data from 11 studies on the prevalence of RCC detected by 
screening ultrasound, estimated that screening 1000 asymp-
tomatic individuals from the general population using ultra-
sound would allow the detection of between one and two 
cases of RCC [63]. Several high-risk groups exist, however.

Over 70% of patients with Von Hippel Lindau disease will 
develop RCC, often at an early age, and these individuals are 
also at high risk of adrenal and pancreatic tumours [7]. As 
such, annual surveillance with abdominal ultrasound and 
MRI is recommended to ensure early detection [64]. Patients 
with end-stage renal failure (ESRF) have an increased risk 
of RCC; 5–35 times higher than the general population [65, 
66]. This is secondary to the development of acquired cystic 
kidney disease (ACKD) and the risk is proportional to time 
on dialysis. There is insufficient evidence regarding whether 
screening for RCC in patients with ESRF is associated with 
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a survival benefit, due to the significantly reduced baseline 
life expectancy of this patient group [66–68]. Renal trans-
plant recipients are also at increased risk of RCC both in the 
native kidneys and in the graft; with rates of RCC 10–100 
times higher than the general population [69]. Due to struc-
tural differences within the kidneys of patients with ESRF 
and in renal transplant recipients, the sensitivity and speci-
ficity of ultrasound in these individuals remain uncertain, 
a major determinant of cost-effectiveness [65]. Contrast-
enhanced CT, especially in the corticomedullary phase, and 
non-contrast MRI have higher sensitivity and specificity than 
ultrasound in detecting and characterizing cystic lesions [70, 
71]. European Association of Urology guidelines published 
in 2005 and updated in 2009 recommended annual ultra-
sound screening of native kidneys and the graft in allograft 
recipients [69]. However, a subsequent Markov model simu-
lating annual and biennial screening suggested this is not a 
cost-effective strategy [65]. The Kidney Disease Improving 
Global Outcomes (KDIGO) and the American Society of 
Transplantation found insufficient evidence to recommend 
screening in renal transplant recipients [72], while the Kid-
ney Health Australia guideline recommends screening only 
in renal transplant recipients at high risk (past/family history 
of RCC or analgesic nephropathy; ungraded evidence) [73]. 
More research is necessary to clarify this.

It has been postulated that established risk factors for 
RCC may be used to identify individuals in the general popu-
lation who are at higher risk of the disease. Targeted screen-
ing of high-risk individuals may prove to be a cost-effective 
strategy by maximising benefits and reducing harms of 
screening [5, 50, 74]. For example, Starke et al. reported 
data on a group of 925 high-risk asymptomatic individuals 
identified as high risk based on age (≥ 50 years), smoking 
(≥ 10 pack-year smoking history) and occupational carcino-
gen exposure(≥ 15 years exposure). At 6.5-years follow-up, 
ten patients were diagnosed with RCC, giving a prevalence 
of 1.1% which is nearly ten times higher than in unselected 
groups representing the general population [75]. A national 
population registry including 12.2 million individuals also 
demonstrated an individual standardized incidence ratio of 
2.61 for RCC when a sibling is affected. Despite this famil-
ial clustering, there is insufficient evidence to recommend 
routine screening of individuals with one sibling affected 
with RCC [76]. Risk prediction models, incorporating fam-
ily history alongside other risk factors, may allow identifi-
cation of a high-risk group of individuals who may benefit 
from screening.

We, therefore, performed a systematic review to iden-
tify existing risk prediction models for the development of 
RCC. A similar approach has been adopted in other dis-
ease areas, including melanoma and colorectal cancer [77, 
78]. We reviewed 2973 article titles/abstracts. Our findings 
suggest there are no risk prediction models specific for the 

development of RCC at present. The only model identified 
was “Your Disease Risk” (https ://sitem an.wustl .edu/preve 
ntion /ydr/), which predicts the risk of 12 common cancers 
and six chronic diseases in the USA. However, this tool was 
created through expert consensus rather than patient-level 
data and its predictive ability and validity for renal cancer 
has not been established. The development of validated risk 
prediction models for RCC is, therefore, needed to explore 
the potential benefits of targeted screening; however, useful-
ness may be limited by the absence of risk factors specific to 
RCC, limiting specificity of the model. In future, it may be 
feasible to incorporate genomic as well as phenotypic fac-
tors in risk prediction models, to increase model accuracy.

Screening considerations: false positives 
and over‑diagnosis

Potential false negatives, false positives and over-diagnosis 
have been cited as barriers towards screening. The emo-
tional and psychological patient benefits and harms of RCC 
screening have yet to be quantified [63]. An evaluation of a 
screening programme for RCC must take into consideration 
the impact of incidentally detected benign renal lesions on 
patients and health services. At present, 15–30% of small 
renal masses (SRM) are found to be benign following sur-
gical excision [79–81]. Advances in the determination of 
the aetiology of SRMs, with increased utilization and bet-
ter interpretation of renal biopsy, may reduce these rates 
in future [82], as may novel urinary or serum biomarkers. 
Contrast-enhanced ultrasound (CEUS), an emerging imag-
ing modality, involves the injection of a microbubble con-
trast agent in addition to conventional ultrasound. Due to 
its invasive nature and requirements for trained staff it does 
not represent a candidate for screening. However, a meta-
analysis demonstrated a sensitivity of 88% and specificity 
of 80% in the differential diagnosis of benign and malig-
nant tumours, suggesting there may be a role for CEUS in 
complementing contrast abdominal CT for differentiation of 
benign and malignant renal masses in future [83].

Screening for RCC also raises the potential issue of 
over-diagnosis of slow-growing SRMs that would never 
become clinically significant [37]. Up to one-third of SRMs 
exhibit aggressive potential (rapid growth or doubling time 
< 12 months), with the remainder growing slowly or remain-
ing stable in size [84, 85]. Fenton et al. calculated that the 
sojourn time (mean duration of the detectable preclinical 
period) of RCC is between 3.7 and 5.8 years, suggesting 
that most RCs detected by CT screening among middle-aged 
Americans are likely to progress to clinical diagnosis [44]. 
Following advances in our understanding of the natural his-
tory of SRMs, active surveillance with delayed intervention, 

https://siteman.wustl.edu/prevention/ydr/
https://siteman.wustl.edu/prevention/ydr/
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either operative or ablative, has become a solution to reduce 
over-treatment.

Conclusion

RCC has a poor prognosis and incidence rates are rising, 
especially in the elderly population. Although screening for 
RCC remains an attractive prospect, the optimal screening 
modality and target population is yet to be determined. The 
development and validation of risk prediction models for 
RCC, containing phenotypic and genotypic data, is there-
fore, needed to explore the potential benefits of targeted 
screening. Urinary biomarkers constitute a promising future 
option as an inexpensive, readily accessible screening tool.

More research is required to assess whether screening 
translates to a survival benefit in the context of such a high 
number of incidentally detected lesions through the wide-
spread use of abdominal imaging. With ever-increasing 
demands on health services and a finite budget, it is para-
mount that a screening intervention is not only effective, 
but also cost effective. In the absence of randomized control 
trials, a value of information analysis conducted as part of a 
cost-effectiveness analysis based on existing data may high-
light areas to focus future research efforts. Most importantly, 
there is an ever-increasing focus on reducing harms associ-
ated with screening, and studies are required to quantify the 
emotional impact of RCC screening on patients, including 
anxiety and quality of life [12].

Acknowledgements We would like to acknowledge The Urology Foun-
dation, who kindly provided a research grant for SHR. JUS is funded 
by a Cancer Research UK Prevention Fellowship (C55650/A21464).

Author contributions SR: Project development, Data collection, Data 
analysis, Manuscript writing and editing; TK: Project development, 
Data collection, Data analysis, Manuscript writing and editing; JU-S: 
Project development, Data analysis, Manuscript editing; GDS: Project 
development, Data analysis, Manuscript editing.

Compliance with ethical standards 

Conflict of interest The authors declare that they have no relevant con-
flict of interest.

Research involving human participants and/or animals The following 
manuscript is a review of existing data. Therefore, this article does not 
contain any studies with human participants or animals performed by 
any of the authors.

Informed consent For this type of study (review) formal consent is 
not required.

Open Access This article is distributed under the terms of the Crea-
tive Commons Attribution 4.0 International License (http://creat iveco 
mmons .org/licen ses/by/4.0/), which permits unrestricted use, distribu-
tion, and reproduction in any medium, provided you give appropriate 

credit to the original author(s) and the source, provide a link to the 
Creative Commons license, and indicate if changes were made.

References

 1. Znaor A, Lortet-Tieulent J, Laversanne M, Jemal A, Bray F 
(2015) International variations and trends in renal cell carci-
noma incidence and mortality. Eur Urol 67(3):519–530. https ://
doi.org/10.1016/j.eurur o.2014.10.002

 2. Bhatt JR, Finelli A (2014) Landmarks in the diagnosis and 
treatment of renal cell carcinoma. Nat Rev Urol 11(9):517–
525. https ://doi.org/10.1038/nruro l.2014.194

 3. Jones JM, Bhatt J, Avery J, Laupacis A, Cowan K, Basappa NS, 
Basiuk J, Canil C, Al-Asaaed S, Heng DYC, Wood L, Stacey 
D, Kollmannsberger C, Jewett MAS (2017) Setting research 
priorities for kidney cancer. Eur Urol 72(6):861–864. https ://
doi.org/10.1016/j.eurur o.2017.04.011

 4. Wong MCS, Goggins WB, Yip BHK, Fung FDH, Leung C, 
Fang Y, Wong SYS, Ng CF (2017) Incidence and mortality 
of kidney cancer: temporal patterns and global trends in 39 
countries. Sci Rep 7(1):15698. https ://doi.org/10.1038/s4159 
8-017-15922 -4

 5. Lotan Y, Karam JA, Shariat SF, Gupta A, Roupret M, Ben-
salah K, Margulis V (2016) Renal-cell carcinoma risk esti-
mates based on participants in the prostate, lung, colorectal, 
and ovarian cancer screening trial and national lung screen-
ing trial. Urol Oncol 34(4):167 e169–167 e116. https ://doi.
org/10.1016/j.urolo nc.2015.10.011

 6. Hunt JD, van der Hel OL, McMillan GP, Boffetta P, Brennan P 
(2005) Renal cell carcinoma in relation to cigarette smoking: 
meta-analysis of 24 studies. Int J Cancer 114(1):101–108. https 
://doi.org/10.1002/ijc.20618 

 7. Ljungberg B, Bensalah K, Canfield S, Dabestani S, Hofmann 
F, Hora M, Kuczyk MA, Lam T, Marconi L, Merseburger 
AS, Mulders P, Powles T, Staehler M, Volpe A, Bex A (2015) 
EAU guidelines on renal cell carcinoma: 2014 update. Eur Urol 
67(5):913–924. https ://doi.org/10.1016/j.eurur o.2015.01.005

 8. Hock LM, Lynch J, Balaji KC (2002) Increasing incidence of 
all stages of kidney cancer in the last 2 decades in the United 
States: an analysis of surveillance, epidemiology and end 
results program data. J Urol 167(1):57–60

 9. Lightfoot N, Conlon M, Kreiger N, Bissett R, Desai M, Warde 
P, Prichard HM (2000) Impact of noninvasive imaging on 
increased incidental detection of renal cell carcinoma. Eur 
Urol 37(5):521–527. https ://doi.org/10.1159/00002 0188

 10. Rabjerg M, Mikkelsen MN, Walter S, Marcussen N (2014) 
Incidental renal neoplasms: is there a need for routine screen-
ing? A Danish single-center epidemiological study. APMIS 
122(8):708–714. https ://doi.org/10.1111/apm.12282 

 11. Luciani LG, Cestari R, Tallarigo C (2000) Incidental renal 
cell carcinoma-age and stage characterization and clinical 
implications: study of 1092 patients (1982–1997). Urology 
56(1):58–62

 12. Welch HG, Skinner JS, Schroeck FR, Zhou W, Black WC (2017) 
Regional variation of computed tomographic imaging in the 
United States and the risk of nephrectomy. JAMA Intern Med. 
https ://doi.org/10.1001/jamai ntern med.2017.7508

 13. Brustugun OT, Moller B, Helland A (2014) Years of life lost 
as a measure of cancer burden on a national level. Br J Cancer 
111(5):1014–1020. https ://doi.org/10.1038/bjc.2014.364

 14. Wilson JM, Jungner YG (1968) Principles and practice of mass 
screening for disease. Bol Oficina Sanit Panam 65(4):281–393

http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://doi.org/10.1016/j.eururo.2014.10.002
https://doi.org/10.1016/j.eururo.2014.10.002
https://doi.org/10.1038/nrurol.2014.194
https://doi.org/10.1016/j.eururo.2017.04.011
https://doi.org/10.1016/j.eururo.2017.04.011
https://doi.org/10.1038/s41598-017-15922-4
https://doi.org/10.1038/s41598-017-15922-4
https://doi.org/10.1016/j.urolonc.2015.10.011
https://doi.org/10.1016/j.urolonc.2015.10.011
https://doi.org/10.1002/ijc.20618
https://doi.org/10.1002/ijc.20618
https://doi.org/10.1016/j.eururo.2015.01.005
https://doi.org/10.1159/000020188
https://doi.org/10.1111/apm.12282
https://doi.org/10.1001/jamainternmed.2017.7508
https://doi.org/10.1038/bjc.2014.364


World Journal of Urology 

1 3

 15. Porta C, Gore ME, Rini BI, Escudier B, Hariharan S, Charles LP, 
Yang L, DeAnnuntis L, Motzer RJ (2016) Long-term Safety of 
sunitinib in metastatic renal cell carcinoma. Eur Urol 69(2):345–
351. https ://doi.org/10.1016/j.eurur o.2015.07.006

 16. 5-year relative survival by stage, adults (Aged 15–99 years), for-
mer anglia cancer network, 2002–2006. (2014) Cancer Research 
UK. http://www.cance rrese archu k.org/healt h-profe ssion al/
cance r-stati stics /stati stics -by-cance r-type/kidne y-cance r/survi 
val#headi ng-Three . Accessed 26/07/2016 2016

 17. Ficarra V, Prayer-Galetti T, Novella G, Bratti E, Maffei N, Dal 
Bianco M, Artibani W, Pagano F (2003) Incidental detection 
beyond pathological factors as prognostic predictor of renal cell 
carcinoma. Eur Urol 43(6):663–669

 18. Patard JJ, Rodriguez A, Rioux-Leclercq N, Guille F, Lobel 
B (2002) Prognostic significance of the mode of detection in 
renal tumours. BJU Int 90(4):358–363

 19. Stephenson AJ, Kuritzky L, Campbell SC (2007) Screening for 
urologic malignancies in primary care: pros, cons, and recom-
mendations. Cleve Clin J Med 74(Suppl 3):S6–S14

 20. Faba OR, Brookman-May SD, Linares E, Breda A, Pisano F, 
Subiela JD, Sanguedolce F, Brausi M, Palou J (2017) Cytore-
ductive nephrectomy in patients with metastatic renal cell car-
cinoma in the era of targeted therapy: a bibliographic review. 
World J Urol 35(12):1807–1816. https ://doi.org/10.1007/s0034 
5-017-2072-y

 21. Golombos DM, Chughtai B, Trinh QD, Thomas D, Mao J, Te 
A, O’Malley P, Scherr DS, Del Pizzo J, Hu JC, Sedrakyan A 
(2017) Minimally invasive vs open nephrectomy in the modern 
era: does approach matter? World J Urol 35(10):1557–1568. 
https ://doi.org/10.1007/s0034 5-017-2040-6

 22. Klatte T, Kroeger N, Zimmermann U, Burchardt M, Bellde-
grun AS, Pantuck AJ (2014) The contemporary role of abla-
tive treatment approaches in the management of renal cell 
carcinoma (RCC): focus on radiofrequency ablation (RFA), 
high-intensity focused ultrasound (HIFU), and cryoablation. 
World J Urol 32(3):597–605. https ://doi.org/10.1007/s0034 
5-014-1284-7

 23. Malkoc E, Ramirez D, Kara O, Maurice MJ, Nelson RJ, Caputo 
PA, Kaouk JH (2017) Robotic and open partial nephrectomy for 
localized renal tumors larger than 7 cm: a single-center experi-
ence. World J Urol 35(5):781–787. https ://doi.org/10.1007/s0034 
5-016-1937-9

 24. Wang Y, Shao J, Ma X, Du Q, Gong H, Zhang X (2017) Robotic 
and open partial nephrectomy for complex renal tumors: a 
matched-pair comparison with a long-term follow-up. World J 
Urol 35(1):73–80. https ://doi.org/10.1007/s0034 5-016-1849-8

 25. Geynisman DM, Hu JC, Liu L, Tina Shih YC (2015) Treatment 
patterns and costs for metastatic renal cell carcinoma patients 
with private insurance in the United States. Clin Genitourin Can-
cer 13(2):e93–e100. https ://doi.org/10.1016/j.clgc.2014.08.013

 26. Bedke J, Gauler T, Grunwald V, Hegele A, Herrmann E, Hinz S, 
Janssen J, Schmitz S, Schostak M, Tesch H, Zastrow S, Miller 
K (2017) Systemic therapy in metastatic renal cell carcinoma. 
World J Urol 35(2):179–188. https ://doi.org/10.1007/s0034 
5-016-1868-5

 27. Sugimura K, Ikemoto SI, Kawashima H, Nishisaka N, Kishimoto 
T (2001) Microscopic hematuria as a screening marker for uri-
nary tract malignancies. Int J Urol 8(1):1–5

 28. Kang M, Lee S, Jeong SJ, Hong SK, Byun SS, Lee SE, Jeong 
CW (2015) Characteristics and significant predictors of detecting 
underlying diseases in adults with asymptomatic microscopic 
hematuria: a large case series of a Korean population. Int J Urol 
22(4):389–393. https ://doi.org/10.1111/iju.12697 

 29. Bangma CH, Loeb S, Busstra M, Zhu X, El Bouazzaoui S, Refos 
J, Van Der Keur KA, Tjin S, Franken CG, van Leenders GJ, 
Zwarthoff EC, Roobol MJ (2013) Outcomes of a bladder cancer 

screening program using home hematuria testing and molecular 
markers. Eur Urol 64(1):41–47. https ://doi.org/10.1016/j.eurur 
o.2013.02.036

 30. Messing EM, Madeb R, Young T, Gilchrist KW, Bram L, 
Greenberg EB, Wegenke JD, Stephenson L, Gee J, Feng C 
(2006) Long-term outcome of hematuria home screening for 
bladder cancer in men. Cancer 107(9):2173–2179. https ://doi.
org/10.1002/cncr.22224 

 31. Messing EM, Young TB, Hunt VB, Gilchrist KW, Newton MA, 
Bram LL, Hisgen WJ, Greenberg EB, Kuglitsch ME, Wegenke 
JD (1995) Comparison of bladder cancer outcome in men under-
going hematuria home screening versus those with standard clin-
ical presentations. Urology 45(3):387–396 (discussion 396–387)

 32. Urquidi V, Rosser CJ, Goodison S (2012) Molecular diagnostic 
trends in urological cancer: biomarkers for non-invasive diagno-
sis. Curr Med Chem 19(22):3653–3663

 33. Sreedharan S, Petros JA, Master VA, Ogan K, Pattaras JG, Rob-
erts DL, Lian F, Arnold RS (2014) Aquaporin-1 protein levels 
elevated in fresh urine of renal cell carcinoma patients: potential 
use for screening and classification of incidental renal lesions. 
Dis Markers 2014:135649. https ://doi.org/10.1155/2014/13564 9

 34. Morrissey JJ, Mobley J, Figenshau RS, Vetter J, Bhayani S, Khar-
asch ED (2015) Urine aquaporin 1 and perilipin 2 differentiate 
renal carcinomas from other imaged renal masses and bladder 
and prostate cancer. Mayo Clin Proc 90(1):35–42. https ://doi.
org/10.1016/j.mayoc p.2014.10.005

 35. Rini BI, Campbell SC (2015) Urinary biomarkers for the 
detection and management of localized renal cell carcinoma. 
JAMA Oncol 1(2):212–213. https ://doi.org/10.1001/jamao 
ncol.2015.0262

 36. Morrissey JJ, Mobley J, Song J, Vetter J, Luo J, Bhayani S, 
Figenshau RS, Kharasch ED (2014) Urinary concentrations of 
aquaporin-1 and perilipin-2 in patients with renal cell carci-
noma correlate with tumor size and stage but not grade. Urology 
83(1):e256–e259. https ://doi.org/10.1016/j.urolo gy.2013.09.026

 37. Grebe SK, Erickson LA (2010) Screening for kidney cancer: is 
there a role for aquaporin-1 and adipophilin? Mayo Clin Proc 
85(5):410–412. https ://doi.org/10.4065/mcp.2010.0165

 38. Su Kim D, Choi YD, Moon M, Kang S, Lim JB, Kim KM, Park 
KM, Cho NH (2013) Composite three-marker assay for early 
detection of kidney cancer. Cancer Epidemiol Biomarkers Prev 
22(3):390–398. https ://doi.org/10.1158/1055-9965.EPI-12-1156

 39. Morrissey JJ, London AN, Lambert MC, Kharasch ED (2011) 
Sensitivity and specificity of urinary neutrophil gelatinase-asso-
ciated lipocalin and kidney injury molecule-1 for the diagnosis 
of renal cell carcinoma. Am J Nephrol 34(5):391–398. https ://
doi.org/10.1159/00033 0851

 40. Han WK, Alinani A, Wu CL, Michaelson D, Loda M, McGov-
ern FJ, Thadhani R, Bonventre JV (2005) Human kidney injury 
molecule-1 is a tissue and urinary tumor marker of renal cell 
carcinoma. J Am Soc Nephrol 16(4):1126–1134. https ://doi.
org/10.1681/ASN.20040 70530 

 41. Frantzi M, Metzger J, Banks RE, Husi H, Klein J, Dakna M, Mul-
len W, Cartledge JJ, Schanstra JP, Brand K, Kuczyk MA, Mis-
chak H, Vlahou A, Theodorescu D, Merseburger AS (2014) Dis-
covery and validation of urinary biomarkers for detection of renal 
cell carcinoma. J Proteom 98:44–58. https ://doi.org/10.1016/j.
jprot .2013.12.010

 42. Hauser S, Zahalka T, Ellinger J, Fechner G, Heukamp LC, Vonr 
A, Muller SC, Bastian PJ (2010) Cell-free circulating DNA: diag-
nostic value in patients with renal cell cancer. Anticancer Res 
30(7):2785–2789

 43. Ishikawa S, Aoki J, Ohwada S, Takahashi T, Morishita Y, Ueda K 
(2007) Mass screening of multiple abdominal solid organs using 
mobile helical computed tomography scanner–a preliminary 

https://doi.org/10.1016/j.eururo.2015.07.006
http://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/kidney-cancer/survival%23heading-Three
http://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/kidney-cancer/survival%23heading-Three
http://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/kidney-cancer/survival%23heading-Three
https://doi.org/10.1007/s00345-017-2072-y
https://doi.org/10.1007/s00345-017-2072-y
https://doi.org/10.1007/s00345-017-2040-6
https://doi.org/10.1007/s00345-014-1284-7
https://doi.org/10.1007/s00345-014-1284-7
https://doi.org/10.1007/s00345-016-1937-9
https://doi.org/10.1007/s00345-016-1937-9
https://doi.org/10.1007/s00345-016-1849-8
https://doi.org/10.1016/j.clgc.2014.08.013
https://doi.org/10.1007/s00345-016-1868-5
https://doi.org/10.1007/s00345-016-1868-5
https://doi.org/10.1111/iju.12697
https://doi.org/10.1016/j.eururo.2013.02.036
https://doi.org/10.1016/j.eururo.2013.02.036
https://doi.org/10.1002/cncr.22224
https://doi.org/10.1002/cncr.22224
https://doi.org/10.1155/2014/135649
https://doi.org/10.1016/j.mayocp.2014.10.005
https://doi.org/10.1016/j.mayocp.2014.10.005
https://doi.org/10.1001/jamaoncol.2015.0262
https://doi.org/10.1001/jamaoncol.2015.0262
https://doi.org/10.1016/j.urology.2013.09.026
https://doi.org/10.4065/mcp.2010.0165
https://doi.org/10.1158/1055-9965.EPI-12-1156
https://doi.org/10.1159/000330851
https://doi.org/10.1159/000330851
https://doi.org/10.1681/ASN.2004070530
https://doi.org/10.1681/ASN.2004070530
https://doi.org/10.1016/j.jprot.2013.12.010
https://doi.org/10.1016/j.jprot.2013.12.010


 World Journal of Urology

1 3

report. Asian J Surg 30(2):118–121. https ://doi.org/10.1016/
S1015 -9584(09)60143 -3

 44. Fenton JJ, Weiss NS (2004) Screening computed tomogra-
phy: will it result in overdiagnosis of renal carcinoma? Cancer 
100(5):986–990. https ://doi.org/10.1002/cncr.20055 

 45. Wernli KJ, Rutter CM, Dachman AH, Zafar HM (2013) Sus-
pected extracolonic neoplasms detected on CT colonography: 
literature review and possible outcomes. Acad Radiol 20(6):667–
674. https ://doi.org/10.1016/j.acra.2013.01.017

 46. Force USPST, Bibbins-Domingo K, Grossman DC, Curry SJ, 
Davidson KW, Epling JW Jr, Garcia FA, Gillman MW, Harper 
DM, Kemper AR, Krist AH, Kurth AE, Landefeld CS, Mangione 
CM, Owens DK, Phillips WR, Phipps MG, Pignone MP, Siu AL 
(2016) Screening for colorectal cancer: US preventive services 
task force recommendation statement. JAMA 315(23):2564–
2575. https ://doi.org/10.1001/jama.2016.5989

 47. Beinfeld MT, Wittenberg E, Gazelle GS (2005) Cost-effective-
ness of whole-body CT screening. Radiology 234(2):415–422. 
https ://doi.org/10.1148/radio l.23420 32061 

 48. Darwood R, Earnshaw JJ, Turton G, Shaw E, Whyman M, Poskitt 
K, Rodd C, Heather B (2012) Twenty-year review of abdominal 
aortic aneurysm screening in men in the county of Gloucester-
shire, United Kingdom. J Vasc Surg 56(1):8–13. https ://doi.
org/10.1016/j.jvs.2011.12.069

 49. Wanhainen A, Hultgren R, Linne A, Holst J, Gottsater A, 
Langenskiold M, Smidfelt K, Bjorck M, Svensjo S, Swedish 
Aneurysm Screening Study G (2016) Outcome of the swedish 
nationwide abdominal aortic aneurysm screening program. Cir-
culation 134(16):1141–1148. https ://doi.org/10.1161/circu latio 
naha.116.02230 5

 50. Malaeb BS, Martin DJ, Littooy FN, Lotan Y, Waters WB, Flani-
gan RC, Koeneman KS (2005) The utility of screening renal 
ultrasonography: identifying renal cell carcinoma in an elderly 
asymptomatic population. BJU Int 95(7):977–981. https ://doi.
org/10.1111/j.1464-410X.2005.05451 .x

 51. Warshauer DM, McCarthy SM, Street L, Bookbinder MJ, Glick-
man MG, Richter J, Hammers L, Taylor C, Rosenfield AT (1988) 
Detection of renal masses: sensitivities and specificities of excre-
tory urography/linear tomography, US, and CT. Radiology 
169(2):363–365. https ://doi.org/10.1148/radio logy.169.2.30511 12

 52. Schmidt T, Hohl C, Haage P, Blaum M, Honnef D, Weibeta C, 
Staatz G, Gunther RW (2003) Diagnostic accuracy of phase-
inversion tissue harmonic imaging versus fundamental B-mode 
sonography in the evaluation of focal lesions of the kidney. AJR 
Am J Roentgenol 180(6):1639–1647. https ://doi.org/10.2214/
ajr.180.6.18016 39

 53. Jamis-Dow CA, Choyke PL, Jennings SB, Linehan WM, 
Thakore KN, Walther MM (1996) Small (< or = 3-cm) renal 
masses: detection with CT versus US and pathologic correla-
tion. Radiology 198(3):785–788. https ://doi.org/10.1148/radio 
logy.198.3.86288 72

 54. Riccabona M, Szolar D, Preidler K, Uggowitzer M, Kugler C, 
Dorfler O, Schreyer HH (1999) Renal masses–evaluation by 
amplitude coded colour Doppler sonography and multiphasic 
contrast-enhanced CT. Acta Radiol 40(4):457–461

 55. Kim LG, Thompson SG, Briggs AH, Buxton MJ, Campbell HE 
(2007) How cost-effective is screening for abdominal aortic aneu-
rysms? J Med Screen 14(1):46–52. https ://doi.org/10.1258/09691 
41077 80154 477

 56. Mizuma Y, Watanabe Y, Ozasa K, Hayashi K, Kawai K (2002) 
Validity of sonographic screening for the detection of abdomi-
nal cancers. J Clin Ultrasound 30(7):408–415. https ://doi.
org/10.1002/jcu.10089 

 57. Filipas D, Spix C, Schulz-Lampel D, Michaelis J, Hohenfellner 
R, Roth S, Thuroff JW (2003) Screening for renal cell carcinoma 
using ultrasonography: a feasibility study. BJU Int 91(7):595–599

 58. Spouge AR, Wilson SR, Wooley B (1996) Abdominal sonog-
raphy in asymptomatic executives: prevalence of pathologic 
findings, potential benefits, and problems. J Ultrasound Med 
15(11):763–767

 59. Fujii Y, Ajima J, Oka K, Tosaka A, Takehara Y (1995) Benign 
renal tumors detected among healthy adults by abdominal ultra-
sonography. Eur Urol 27(2):124–127

 60. Mihara S, Kuroda K, Yoshioka R, Koyama W (1999) Early detec-
tion of renal cell carcinoma by ultrasonographic screening–based 
on the results of 13 years screening in Japan. Ultrasound Med 
Biol 25(7):1033–1039

 61. Tsuboi N, Horiuchi K, Kimura G, Kondoh Y, Yoshida K, 
Nishimura T, Akimoto M, Miyashita T, Subosawa T (2000) 
Renal masses detected by general health checkup. Int J Urol 
7(11):404–408

 62. Tosaka A, Ohya K, Yamada K, Ohashi H, Kitahara S, Sekine 
H, Takehara Y, Oka K (1990) Incidence and properties of renal 
masses and asymptomatic renal cell carcinoma detected by 
abdominal ultrasonography. J Urol 144(5):1097–1099

 63. Rossi SH, Hsu R, Blick C, Goh V, Nathan P, Nicol D, Fleming 
S, Sweeting M, Wilson EC, Stewart GD (2017) Meta-analysis 
of the prevalence of renal cancer detected by abdominal ultra-
sonography. Br J Surg 104(6):648–659. https ://doi.org/10.1002/
bjs.10523 

 64. Binderup ML, Bisgaard ML, Harbud V, Moller HU, Gimsing 
S, Friis-Hansen L, Hansen T, Bagi P, Knigge U, Kosteljanetz 
M, Bogeskov L, Thomsen C, Gerdes AM, Ousager LB, Sunde 
L, Danish HLCG (2013) Von Hippel-Lindau disease (vHL). 
National clinical guideline for diagnosis and surveillance in 
Denmark. Dan Med J 60(12):4763

 65. Wong G, Howard K, Webster AC, Chapman JR, Craig JC 
(2011) Screening for renal cancer in recipients of kidney trans-
plants. Nephrol Dial Transplant 26(5):1729–1739. https ://doi.
org/10.1093/ndt/gfq62 7

 66. Singanamala S, Brewster UC (2011) Should screening for 
acquired cystic disease and renal malignancy be undertaken 
in dialysis patients? Semin Dial 24(4):365–366. https ://doi.
org/10.1111/j.1525-139X.2011.00908 .x

 67. Sarasin FP, Wong JB, Levey AS, Meyer KB (1995) Screening for 
acquired cystic kidney disease: a decision analytic perspective. 
Kidney Int 48(1):207–219

 68. Ishikawa I, Honda R, Yamada Y, Kakuma T (2004) Renal 
cell carcinoma detected by screening shows better patient 
survival than that detected following symptoms in dialysis 
patients. Ther Apher Dial 8(6):468–473. https ://doi.org/10.111
1/j.1774-9987.2004.00192 .x

 69. Kalble T, Lucan M, Nicita G, Sells R, Burgos Revilla FJ, Wie-
sel M, European Association of U (2005) EAU guidelines on 
renal transplantation. Eur Urol 47(2):156–166. https ://doi.
org/10.1016/j.eurur o.2004.02.009

 70. Taylor AJ, Cohen EP, Erickson SJ, Olson DL, Foley WD (1989) 
Renal imaging in long-term dialysis patients: a comparison of CT 
and sonography. AJR Am J Roentgenol 153(4):765–767. https ://
doi.org/10.2214/ajr.153.4.765

 71. Narasimhan N, Golper TA, Wolfson M, Rahatzad M, Bennett 
WM (1986) Clinical characteristics and diagnostic considerations 
in acquired renal cystic disease. Kidney Int 30(5):748–752

 72. Kidney Disease: Improving Global Outcomes Transplant Work G 
(2009) KDIGO clinical practice guideline for the care of kidney 
transplant recipients. Am J Transplant 9(Suppl 3):S1–S155. https 
://doi.org/10.1111/j.1600-6143.2009.02834 .x

 73. Chadban SJ, Barraclough KA, Campbell SB, Clark CJ, Coates 
PT, Cohney SJ, Cross NB, Eris JM, Henderson L, Howell MR, 
Isbel NM, Kanellis J, Kotwal SS, Manley P, Masterson R, Mul-
ley W, Murali K, O’Connell P, Pilmore H, Rogers N, Russ GR, 
Walker RG, Webster AC, Wiggins KJ, Wong G, Wyburn KR, 

https://doi.org/10.1016/S1015-9584(09)60143-3
https://doi.org/10.1016/S1015-9584(09)60143-3
https://doi.org/10.1002/cncr.20055
https://doi.org/10.1016/j.acra.2013.01.017
https://doi.org/10.1001/jama.2016.5989
https://doi.org/10.1148/radiol.2342032061
https://doi.org/10.1016/j.jvs.2011.12.069
https://doi.org/10.1016/j.jvs.2011.12.069
https://doi.org/10.1161/circulationaha.116.022305
https://doi.org/10.1161/circulationaha.116.022305
https://doi.org/10.1111/j.1464-410X.2005.05451.x
https://doi.org/10.1111/j.1464-410X.2005.05451.x
https://doi.org/10.1148/radiology.169.2.3051112
https://doi.org/10.2214/ajr.180.6.1801639
https://doi.org/10.2214/ajr.180.6.1801639
https://doi.org/10.1148/radiology.198.3.8628872
https://doi.org/10.1148/radiology.198.3.8628872
https://doi.org/10.1258/096914107780154477
https://doi.org/10.1258/096914107780154477
https://doi.org/10.1002/jcu.10089
https://doi.org/10.1002/jcu.10089
https://doi.org/10.1002/bjs.10523
https://doi.org/10.1002/bjs.10523
https://doi.org/10.1093/ndt/gfq627
https://doi.org/10.1093/ndt/gfq627
https://doi.org/10.1111/j.1525-139X.2011.00908.x
https://doi.org/10.1111/j.1525-139X.2011.00908.x
https://doi.org/10.1111/j.1774-9987.2004.00192.x
https://doi.org/10.1111/j.1774-9987.2004.00192.x
https://doi.org/10.1016/j.eururo.2004.02.009
https://doi.org/10.1016/j.eururo.2004.02.009
https://doi.org/10.2214/ajr.153.4.765
https://doi.org/10.2214/ajr.153.4.765
https://doi.org/10.1111/j.1600-6143.2009.02834.x
https://doi.org/10.1111/j.1600-6143.2009.02834.x


World Journal of Urology 

1 3

Kidney Health Australia Caring for Australians with Renal I 
(2012) KHA-CARI guideline: KHA-CARI adaptation of the 
KDIGO clinical practice guideline for the care of kidney trans-
plant recipients. Nephrology (Carlton) 17(3):204–214. https ://
doi.org/10.1111/j.1440-1797.2011.01559 .x

 74. Shea MW (2013) A proposal for a targeted screening program 
for renal cancer. Front Oncol 3:207. https ://doi.org/10.3389/
fonc.2013.00207 

 75. Starke N, Singla N, Haddad A, Lotan Y (2016) Long-term out-
comes in a high-risk bladder cancer screening cohort. BJU Int 
117(4):611–617. https ://doi.org/10.1111/bju.13154 

 76. Smaldone MC, Giri VN, Uzzo RG (2011) Familial clustering of 
sporadic kidney cancer: insufficient evidence to recommend rou-
tine screening in unaffected kin. Eur Urol 60(5):994–995. https 
://doi.org/10.1016/j.eurur o.2011.06.026 (discussion 995–997)

 77. Usher-Smith JA, Emery J, Kassianos AP, Walter FM (2014) 
Risk prediction models for melanoma: a systematic review. 
Cancer Epidemiol Biomarkers Prev 23(8):1450–1463. https ://
doi.org/10.1158/1055-9965.EPI-14-0295

 78. Usher-Smith JA, Walter FM, Emery JD, Win AK, Griffin SJ 
(2016) Risk prediction models for colorectal cancer: a system-
atic review. Cancer Prev Res (Phila) 9(1):13–26. https ://doi.
org/10.1158/1940-6207.CAPR-15-0274

 79. Corcoran AT, Russo P, Lowrance WT, Asnis-Alibozek A, Lib-
ertino JA, Pryma DA, Divgi CR, Uzzo RG (2013) A review of 
contemporary data on surgically resected renal masses–benign 
or malignant? Urology 81(4):707–713. https ://doi.org/10.1016/j.
urolo gy.2013.01.009

 80. Borghesi M, Brunocilla E, Volpe A, Dababneh H, Pultrone CV, 
Vagnoni V, La Manna G, Porreca A, Martorana G, Schiavina R 
(2015) Active surveillance for clinically localized renal tumors: 
an updated review of current indications and clinical outcomes. 
Int J Urol 22(5):432–438. https ://doi.org/10.1111/iju.12734 

 81. Frank I, Blute ML, Cheville JC, Lohse CM, Weaver AL, Zincke 
H (2003) Solid renal tumors: an analysis of pathological features 
related to tumor size. J Urol 170(6 Pt 1):2217–2220. https ://doi.
org/10.1097/01.ju.00000 95475 .12515 .5e

 82. Marconi L, Dabestani S, Lam TB, Hofmann F, Stewart F, Nor-
rie J, Bex A, Bensalah K, Canfield SE, Hora M, Kuczyk MA, 
Merseburger AS, Mulders PF, Powles T, Staehler M, Ljungberg 
B, Volpe A (2016) Systematic review and meta-analysis of diag-
nostic accuracy of percutaneous renal tumour biopsy. Eur Urol 
69(4):660–673. https ://doi.org/10.1016/j.eurur o.2015.07.072

 83. Wang C, Yu C, Yang F, Yang G (2014) Diagnostic accuracy of 
contrast-enhanced ultrasound for renal cell carcinoma: a meta-
analysis. Tumour Biol 35(7):6343–6350. https ://doi.org/10.1007/
s1327 7-014-1815-2

 84. Jewett MA, Mattar K, Basiuk J, Morash CG, Pautler SE, Sie-
mens DR, Tanguay S, Rendon RA, Gleave ME, Drachenberg 
DE, Chow R, Chung H, Chin JL, Fleshner NE, Evans AJ, Gallie 
BL, Haider MA, Kachura JR, Kurban G, Fernandes K, Finelli 
A (2011) Active surveillance of small renal masses: progression 
patterns of early stage kidney cancer. Eur Urol 60(1):39–44. https 
://doi.org/10.1016/j.eurur o.2011.03.030

 85. Volpe A, Panzarella T, Rendon RA, Haider MA, Kondylis FI, 
Jewett MA (2004) The natural history of incidentally detected 
small renal masses. Cancer 100(4):738–745. https ://doi.
org/10.1002/cncr.20025 

 86. Macleod LC, Hotaling JM, Wright JL, Davenport MT, Gore 
JL, Harper J, White E (2013) Risk factors for renal cell carci-
noma in the VITAL study. J Urol 190(5):1657–1661. https ://doi.
org/10.1016/j.juro.2013.04.130

 87. Weikert S, Boeing H, Pischon T, Weikert C, Olsen A, Tjon-
neland A, Overvad K, Becker N, Linseisen J, Trichopoulou A, 
Mountokalakis T, Trichopoulos D, Sieri S, Palli D, Vineis P, 
Panico S, Peeters PH, Bueno-de-Mesquita HB, Verschuren WM, 

Ljungberg B, Hallmans G, Berglund G, Gonzalez CA, Dorron-
soro M, Barricarte A, Tormo MJ, Allen N, Roddam A, Bingham 
S, Khaw KT, Rinaldi S, Ferrari P, Norat T, Riboli E (2008) Blood 
pressure and risk of renal cell carcinoma in the European pro-
spective investigation into cancer and nutrition. Am J Epidemiol 
167(4):438–446. https ://doi.org/10.1093/aje/kwm32 1

 88. Wozniak MB, Brennan P, Brenner DR, Overvad K, Olsen A, 
Tjonneland A, Boutron-Ruault MC, Clavel-Chapelon F, Fagher-
azzi G, Katzke V, Kuhn T, Boeing H, Bergmann MM, Steffen A, 
Naska A, Trichopoulou A, Trichopoulos D, Saieva C, Grioni S, 
Panico S, Tumino R, Vineis P, Bueno-de-Mesquita HB, Peeters 
PH, Hjartaker A, Weiderpass E, Arriola L, Molina-Montes E, 
Duell EJ, Santiuste C, Alonso de la Torre R, Barricarte Gurrea 
A, Stocks T, Johansson M, Ljungberg B, Wareham N, Khaw KT, 
Travis RC, Cross AJ, Murphy N, Riboli E, Scelo G (2015) Alco-
hol consumption and the risk of renal cancers in the European 
prospective investigation into cancer and nutrition (EPIC). Int J 
Cancer 137(8):1953–1966. https ://doi.org/10.1002/ijc.29559 

 89. Bellocco R, Pasquali E, Rota M, Bagnardi V, Tramacere I, Scotti 
L, Pelucchi C, Boffetta P, Corrao G, La Vecchia C (2012) Alco-
hol drinking and risk of renal cell carcinoma: results of a meta-
analysis. Ann Oncol 23(9):2235–2244. https ://doi.org/10.1093/
annon c/mds02 2

 90. Song DY, Song S, Song Y, Lee JE (2012) Alcohol intake 
and renal cell cancer risk: a meta-analysis. Br J Cancer 
106(11):1881–1890. https ://doi.org/10.1038/bjc.2012.136

 91. Clague J, Lin J, Cassidy A, Matin S, Tannir NM, Tamboli P, 
Wood CG, Wu X (2009) Family history and risk of renal cell car-
cinoma: results from a case-control study and systematic meta-
analysis. Cancer Epidemiol Biomarkers Prev 18(3):801–807. 
https ://doi.org/10.1158/1055-9965.EPI-08-0601

 92. Behrens G, Leitzmann MF (2013) The association between 
physical activity and renal cancer: systematic review and meta-
analysis. Br J Cancer 108(4):798–811. https ://doi.org/10.1038/
bjc.2013.37

 93. Bao C, Yang X, Xu W, Luo H, Xu Z, Su C, Qi X (2013) Dia-
betes mellitus and incidence and mortality of kidney cancer: a 
meta-analysis. J Diabetes Complicat 27(4):357–364. https ://doi.
org/10.1016/j.jdiac omp.2013.01.004

 94. Karami S, Lan Q, Rothman N, Stewart PA, Lee KM, Vermeulen 
R, Moore LE (2012) Occupational trichloroethylene exposure 
and kidney cancer risk: a meta-analysis. Occup Environ Med 
69(12):858–867. https ://doi.org/10.1136/oemed -2012-10093 2

 95. List of Classifications by cancer sites with sufficient or limited 
evidence in humans. (2017). http://monog raphs .iarc.fr/ENG/
Class ifica tion/Table 4.pdf. Accessed 02 January 2018

 96. Choueiri TK, Je Y, Cho E (2014) Analgesic use and the risk of 
kidney cancer: a meta-analysis of epidemiologic studies. Int J 
Cancer 134(2):384–396. https ://doi.org/10.1002/ijc.28093 

 97. Karami S, Daughtery SE, Schwartz K, Davis FG, Ruterbusch JJ, 
Wacholder S, Graubard BI, Berndt SI, Hofmann JN, Purdue MP, 
Moore LE, Colt JS (2016) Analgesic use and risk of renal cell 
carcinoma: a case-control, cohort and meta-analytic assessment. 
Int J Cancer 139(3):584–592. https ://doi.org/10.1002/ijc.30108 

 98. Kidney cancer incidence statistics: Kidney cancer incidence 
in Europe and worldwide. (2014). http://www.cance rrese archu 
k.org/healt h-profe ssion al/cance r-stati stics /stati stics -by-cance 
r-type/kidne y-cance r/incid ence#headi ng-Ten

 99. Volpe A (2016) European active surveillance of renal cell car-
cinoma study facts and figures. https ://urowe b.org/wp-conte nt/
uploa ds/EASE-Facts -figur es-07-03-2017.pdf. Accessed February 
218

 100. Haliloglu AH, Gulpinar O, Ozden E, Beduk Y (2011) Urinary 
ultrasonography in screening incidental renal cell carcinoma: 
is it obligatory? Int Urol Nephrol 43(3):687–690. https ://doi.
org/10.1007/s1125 5-010-9843-3

https://doi.org/10.1111/j.1440-1797.2011.01559.x
https://doi.org/10.1111/j.1440-1797.2011.01559.x
https://doi.org/10.3389/fonc.2013.00207
https://doi.org/10.3389/fonc.2013.00207
https://doi.org/10.1111/bju.13154
https://doi.org/10.1016/j.eururo.2011.06.026
https://doi.org/10.1016/j.eururo.2011.06.026
https://doi.org/10.1158/1055-9965.EPI-14-0295
https://doi.org/10.1158/1055-9965.EPI-14-0295
https://doi.org/10.1158/1940-6207.CAPR-15-0274
https://doi.org/10.1158/1940-6207.CAPR-15-0274
https://doi.org/10.1016/j.urology.2013.01.009
https://doi.org/10.1016/j.urology.2013.01.009
https://doi.org/10.1111/iju.12734
https://doi.org/10.1097/01.ju.0000095475.12515.5e
https://doi.org/10.1097/01.ju.0000095475.12515.5e
https://doi.org/10.1016/j.eururo.2015.07.072
https://doi.org/10.1007/s13277-014-1815-2
https://doi.org/10.1007/s13277-014-1815-2
https://doi.org/10.1016/j.eururo.2011.03.030
https://doi.org/10.1016/j.eururo.2011.03.030
https://doi.org/10.1002/cncr.20025
https://doi.org/10.1002/cncr.20025
https://doi.org/10.1016/j.juro.2013.04.130
https://doi.org/10.1016/j.juro.2013.04.130
https://doi.org/10.1093/aje/kwm321
https://doi.org/10.1002/ijc.29559
https://doi.org/10.1093/annonc/mds022
https://doi.org/10.1093/annonc/mds022
https://doi.org/10.1038/bjc.2012.136
https://doi.org/10.1158/1055-9965.EPI-08-0601
https://doi.org/10.1038/bjc.2013.37
https://doi.org/10.1038/bjc.2013.37
https://doi.org/10.1016/j.jdiacomp.2013.01.004
https://doi.org/10.1016/j.jdiacomp.2013.01.004
https://doi.org/10.1136/oemed-2012-100932
http://monographs.iarc.fr/ENG/Classification/Table4.pdf
http://monographs.iarc.fr/ENG/Classification/Table4.pdf
https://doi.org/10.1002/ijc.28093
https://doi.org/10.1002/ijc.30108
http://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/kidney-cancer/incidence%23heading-Ten
http://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/kidney-cancer/incidence%23heading-Ten
http://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/kidney-cancer/incidence%23heading-Ten
https://uroweb.org/wp-content/uploads/EASE-Facts-figures-07-03-2017.pdf
https://uroweb.org/wp-content/uploads/EASE-Facts-figures-07-03-2017.pdf
https://doi.org/10.1007/s11255-010-9843-3
https://doi.org/10.1007/s11255-010-9843-3

	Epidemiology and screening for renal cancer
	Abstract
	Purpose 
	Methods 
	Results 
	Conclusion 

	Introduction
	Methods
	Results
	Renal cancer epidemiology
	Rationale for screening
	Urine dipstick as a screening modality
	Biomarkers as a screening modality
	Computed tomography as a screening modality
	Ultrasound as a screening modality
	Optimal screening population
	Screening considerations: false positives and over-diagnosis

	Conclusion
	Acknowledgements 
	References




